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BRIEF ON APPEAL 



Commissioner for Patents 
Washington, DC 2 0231 



Dear Sir: 

By Notice of Appeal, filed April 11, 2003, Appellants 
have appealed the Final Rejection, dated February 12, 
2003, of Claims 1-8. Appellants submit this Brief, in 
triplicate, to support the Notice of Appeal. 

Payment authorization, for filing this Brief On 
Appeal, is provided by the concurrently filed Transmittal 
Letter . 

06/19/2003 AW0NDAF1 00000061 161445 09872731 
01 FC:1402 320.00 DA 



I . Real Party in Interest 

The present application, listing the inventors Mathew 
Merrill Hayward, Michael S. Visser, Robert G. Linde II 
and Takushi Kaneko, is owned in its entirety by Pfizer 
Inc . 

II . Related Appeals and Interferences 

There are no other appeals or interferences, known to 
Appellants or Appellants' Attorney, relating to the 
present application, which will directly affect, be 
directly affected by, or have a bearing on the Board's 
decision on the pending appeal. 

III . Status of Claims 

Claims 1-8 are currently pending in the present 
application. Claims 1-8, which are attached as Appendix 
A, are final rejected under 35 USC 112, first paragraph. 
Claims 1-8 also stand final rejected under 35 USC 103. 

IV. Status of Amendments 

No amendments have been filed in the present 
application subsequent to the final rejection. 

V. Summary of the Invention 

The present invention, as claimed in independent 
Claim 1, is directed to compounds, which are derivatives 
of hygromycin A, or a pharmaceutically acceptable 
prodrug, salt of' solvate thereof. 

The invention of Claim 7 is directed to a 
pharmaceutical composition comprising a compound of Claim 
1 and a pharmaceutically acceptable carrier. 

The invention of Claim 8 is directed to a method of 
treating a bacterial infection, a protozoal infection or 
a disorder related to a bacterial infection or protozoal 



infection comprising administering a therapeutically 
effective amount of a compound of Claim 1. 

VI . Issues 

A. Whether Claims 1-8 are properly rejected under 35 USC 
112, first paragraph. 

B. Whether Claims 1-8 are obvious, under, 35 USC 103(a), 
over U.S. Patent No. 6,245,745. 

VII . Grouping of Claims 

Claims 1-8 are one group. It is respectfully 
requested that the Board select Claim 1 to decide the 
appeal as to the grounds of the rejection of Claims 1-8. 

VIII. Argument 

A. A Rejection, Under 35 USC 112, First Paragraph, for 
not Enabling One Skilled in the Art to Determine How the 
Prodrug is Converted to the Active Drug In Vivo, Is Not 
Proper 

Claims 1-8 are rejected under 35 USC 112, first 
paragraph. The Examiner stated, in first making this 
rejection, that the scope of "prodrug" is not adequately 
enabled because guidance was not provided as to how the 
compounds are made more active in vivo. In the final 
rejection, the Examiner more specifically stated that the 
term "prodrug", as defined in Appellants' application is 
broad and that the Appellants' application does not 
enable one skilled in the art to determine how the 
prodrug is converted to active compounds, by what 
mechanisms and at what site the prodrug will be activated 
and what in vivo enzymes are more likely involved in 
cleaving the protected group. 



Contrary to the Examiner's statement, the term 
"prodrug" is suitably enabled in the present application. 
It is well known in the art that typical prodrugs of 
compounds having free amino, amido, hydroxy or carboxylic 
groups of the compound, will readily form said compound 
in vivo. Thus, to enable the invention of Claims 1-8, 
Applicants are not required to provide guidance on the 
mechanism or the site in the body that the prodrug is 
converted in vivo to form the active compound. 

Thus, pending Claims 1-8 are improperly rejected as 
being non-enabling. 

B. An Obviousness Rejection, Under 35 USC 103(a), Is Not 
Proper Where There Is Common Ownership at the Time of 
Invention (35 USC 103(c)). 

Claims 1-8 are rejected under 35 USC 103(a) as being 
unpatentable over US Patent No. 6,245,745. The Examiner 
stated that once a patent is published, the patent can be 
used as prior art of the filing date of the patent. This 
would appear to be a 102(e)/103 rejection. 

The Examiner also stated that the present 
application and US 6,245,745 have different inventive 
entities . 

Contrary to the Examiner's statement, US 6,245,745 
is not valid prior art for the claims in the present 
patent application in that US 6,245,745 does not 
constitute valid prior art under 35 U.S.C. Sections 
102(e). 

35 USC 103 (c) states: 

"Subject matter developed by another person , which 
qualifies as prior art only under one or more of 
subsections (e) , (f), and (g) of section 102 of this 
title, shall not preclude patentability under this 



section where the subject matter and the claimed 
invention were, at the time the invention was made, 
owned by the same person or subject to an obligation 
of assignment to the same person . " 

At the time the Appellants' invention, which is 
recited in the present application USSN 09/872,731, was 
made, US 6,245,745 was owned by Pfizer Inc. 

Further, at the time the Appellants' invention, 
recited in USSN 09/872,731, was made, said invention was 
subject to an obligation of assignment to Pfizer Inc. At 
the time of invention, Mathew Merrill Hayward, Michael S. 
Visser, Robert G. Linde II and Takushi Kaneko were Pfizer 
employees with a contractual duty to assign to Pfizer 
Inc. inventions made in the employ of Pfizer Inc. 

Thus, pending Claims 1-8 are improperly rejected 
as being obvious under 35 USC 102(e)/103 in view of 
US 6,245,745. 

IX. Conclusion 

In view of the above information, present Claims 1-8 
are not properly rejected under 35 USC 112, first 
paragraph, or under 35 USC 103(a). Therefore, it is 
respectfully requested that the rejection of Claims 1-8 
be withdrawn and that Claims 1-8 be allowed. 

Date: /6 3u*<~ c2p o3 Respectfully submitted, 




Scott Alexander McNeil 



Attorney for Appellants 
Reg. No. 37,185 



■ APPENDIX A 

Claims Under Appeal 
1 . A compound of the formula 




5 or a pharmaceutical^ acceptable prodrug, salt or solvate thereof wherein: 

each R 1 and R 10 is independently H or OH; 

R 2 is H or C^Ce alkyl wherein the foregoing R 2 alkyl group is optionally substituted by 
1 or 2 R 4 groups; 

each R 3 is independently selected from C 6 -C 10 aryl or 5 to 10 membered 

10 heteroaromatic, and the heteroaromatic and aryl moieties of the foregoing R 3 groups are 
substituted by a -CHR 9 NR 11 R 12 group and optionally substituted by 1 to 4 R 4 groups; 

each R 4 is independently selected from, C r C 10 alkyl, C 2 -C 10 alkenyl, C 2 -C 10 alkynyl, 
halo, cyano, nitro, trifluoromethyl, difluoromethyl, trifluoromethoxy, azido, hydroxy, C^Ce 
alkoxy, -C(0)R 5 , -C(0)OR 5 , -NR 6 C(0)OR 8 , -OC(0)R 5 , -NR 6 S0 2 R 8 , -S0 2 NR 5 R 6 , -NR 6 C(0)R 5 , 

15 -C(0)NR 5 R 6 , -NR 5 R 6 , ^<O),(CR 6 R 7 UCfl-C 10 aryl), -S(OJ,(C r C 6 alkyl), -(CR 6 R 7 ) m (C 6 -C 10 aryl), 
-O(CR 6 R 7 ) m (C 6 -C 10 aryl), -NR 6 (CR 6 R 7 ) m (C 6 -C 10 aryl), -(CR 6 R 7 ) m (4 to 10 membered 
heterocyclic), -C(O)(CR 6 R 7 ) m (C 6 -C 10 aryl), and -C(0)(CR 6 R 7 ) m (4 to 10 membered 
heterocyclic), wherein m is an integer from 0 to 4; j is an integer from 0 to 2, and said alkyl, 
alkenyl, alkynyl, aryl and heterocyclic moieties of the foregoing R 4 groups are optionally 

20 substituted by 1 to 3 substituents independently selected from halo, cyano, nitro, 
trifluoromethyl, trifluoromethoxy, azido, -NR 6 S0 2 R 8 , -S0 2 NR 5 R 6 , -C(0)R 5 , -C(0)OR 5 , 
-OC(0)R 5 , -NR 6 C(0)OR 8 , -NR 6 C(0)R 5 , -C(0)NR 5 R 6 , -NR 5 R 6 , -OR 5 , C r C 10 alkyl, -(CR 6 R 7 ) m (C 6 - 
C 10 aryl), and -(CR 6 R 7 ) m (4 to 10 membered heterocyclic), wherein m is an integer from 0 to 4; 
each R 5 , R 9 , R 11 , R 12 , R 13 and R 14 is independently selected from H, C r C 10 alkyl, 

25 -(CR 6 R 7 ) m (C 6 -C 10 aryl), -(CR 6 R 7 ) m (C3.C 10 cycloalkyl), indanyl and -(CR 6 R 7 ) m (4 to 10 membered 
heterocyclic), wherein m is an integer from 0 to 4, and the foregoing R 5 , R 11 , R 9 and R 12 
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substituents, except H, are optionally substituted by 1 to 3 substituents independently 
selected from halo, cyano, nitro, benzyl, trifluoromethyl, trifluoromethoxy, azido, -CH 2 (C 2 -C 6 
alkenyl), -C(0)R 6 , -C(0)OR 6 , -OC(0)R 6 , -NR 6 C(0)R 7 , -C(0)NR 6 R 7 , -NR 6 R 7 , hydroxy, C r C 6 
alkyl, and C r C 6 alkoxy; 

5 or R 11 and R 12 can be taken together to form a 4 to 7 membered heterocyclic group 

optionally substituted by one R 14 group; 

each R 6 and R 7 is independently selected from H, -C(0)(C r C 6 alkyl), C r C 6 alkyl or 
-(CH 2 ) n (C 6 -C 10 aryl) wherein n is an integer from 0 to 2, and the foregoing aryl substituents are 
optionally substituted by 1 to 3 substituents independently selected from halo, cyano, nitro, 
10 trifluoromethyl, trifluoromethoxy, and azido; 

-NR 6 R 7 can be taken together to form the following structure 

13 

— N N— R 
\ / 

each R 8 is selected from the substituents provided in the definition of R 5 except R 8 is 

notH. 

15 2. A compound acccording to claim 1 include those wherein R 3 is phenyl 

substituted by one -CH 2 NR 11 R 12 group and optionally substituted by 1 to 4 R 4 groups. 

3. A compound according to claim 2 wherein said R 11 and R 12 groups are 
independently selected from C r C 10 alkyl, -(CR 6 R 7 ) m (C 6 -C 10 aryl), -(CR 6 R 7 ) m (C3_C 10 cycloalkyl), 
indanyl and -(CR 6 R 7 ) m (4 to 10 membered heterocyclic), wherein m is an integer from 0 to 4, 

20 and the foregoing, R 11 and R 12 substituents, are optionally substituted by 1 to 3 substituents 
independently selected from halo, benzyl, trifluoromethyl, trifluoromethoxy, -NR 6 R 7 . 

4. A compound according to claim 1 wherein one of the R 4 groups is halo and 
ortho to the ether oxygen. 

5. A compound according to claim 4 wherein said halo group is chlorine. 

25 6. A compound according to claim 1 wherein said compound is selected from 

the group consisting of: 

3-(4-{(2S,3S,4S,5R)-5-[3-{2-chloro-4-[(methyl-napthalen-1— ylmethyl-amino)-methyl]- 
phenoxy}-1 -methyl-(1 E)-propenyl]-3,4-dihydroxy 

2-methyl-N-((3aS,4R,5R,6S,7R,7aRM 
30 acrylamide; 

3-(4-{(2S ) 3S,4S I 5R)-5-[3-(4-benzylaminomethyl-2-chloro-phenoxy)-1-methyl-(1E)- 
propenyl]-3,4-dihydroxy-tetrahydro-furan-2-yloxy}-3-hydroxy-phenyl)-2-methyl-N- 
((3aS,4R,5R,6S t 7R,7aRH I 6,7-trihydroxy-hexahydro-benzo[1,3]dioxol-5-yl)-(2E)-acrylam^ 
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3-(4-{K(2S,4S,5R)-5-[3-(4-{[Benzyl-(2<lime^ 
phenoxy)-1-methyl-(1E)-propenyl]-4-hydroxy-tetrahydro-furan-2-yloxy}-3-hydrox 
methyl-N-((3aS,4R,5R,6SJR,7aR)A6,7-trihyd^ 
acrylamide 

5 3-(4-{(2S,3S,4S,5R)-5-[3-(2,3-Dichloro-4-{[(3-dimethylamino-propyl)-ethyl-amin 
methyl}-phenoxy)-1-methyl-propenyl]-3,4-dihydroxy^ 
phenyl)-2-methyl-N-((3aS,4R,5R,6S,7R,7aR)-4,6,7-tri^ 
yl)-acrylamide 

3-(4^(2S t 3S,4S f 5R)-5-[3-(4-(3-chloro-benzyl)aminomethyl-2-chloro-phenoxy)-^ 
10 methyl-(1Z)-propenyl]-3,4-dihydroxy-tetrahydro-furan-2-yloxy}-3-hydroxy-phenyO 

((3aS,4R f 5R J 6SJR7aRH l 67-trihydroxy-hexahydro-benzo[1,3]dioxol-5-yl)-(2E)-acrylam 

3-(4-{(2S,3S,4S,5R)-5-[3-(4-ethylamino-2-chloro^^ 
3 t 4-dihydroxy-tetrahydro-furan-2-yloxy}-3-hydroxy-phenyl)-2-methyl-N- 
((3aS ) 4R,5R ) 6S7RJaRH l 6J-trihydroxy-hexahydro-benzo[1 ( 3]dioxol-5-yi)-(2E)-acrylamide; 
15 3-(4-{(2S ( 3S,4S ( 5R)-5-[3-(3-piperidinyl-2-chloro-phenoxy)-1-methyl-(1E)-propen 
S^-dihydroxy-tetrahydro-furan^-yloxy^S-hydroxy-phenyl^-methyl-N- 
((3aS,4R,5R,6SJRJaR)-4,6J-trihydroxy-hexahydro-benzo[1 l 3]dioxol-5-yl)-(2E)-acrylamide; 

3-(4-{(2S,3S,4S,5R)-5-[3-(4-benzylaminomethyl-2-cN 
propenyl]^-hydroxy-tetrahydro-furan-2-yloxy}-3-hydroxy-phenyl)-2-methyl-N- 
20 ((3aS,4R ( 5R,6SJRJaR)-4 f 6J-trihydroxy-hexahydro-benzo[1,3]dioxol-5-yl)-(2E)-aci7lamide; 
3-(4-{(2S,3S,4S,5R)-5-[3^2-chloro-4-[(benzyl-me 
methyl-(1E)-propenyl]-3,4<iihydroxy-tetrahydro-^ 

((3aS t 4R l 5R t 6SJRJaRH,6J-trihydroxy-hexahydro-benzq[1 ) 3]dioxol-5-yl)-(2E)-acrylamide; 
3-(4^(2S,3S,4S,5R)-5-[3-{2-chloro-44(ethyl-m^ 
25 methyl-(1E)-propenyl]-3,4-dihyd 

((3aS,4R,5R l 6SJRJaRH l 6J-trihydroxy-hexahydro-benzo[1 l 3]dioxol-5-yi)-(2E)-aci7lamide 

3-(4-{(2S,3S,4S > 5R)-5-[3-{2-chloro-4-morpholin-4ylmethyl-phenoxy}-1-methyl-(^ 
propenyl]-3,4-dihydroxy-tetrahydro-furan-2-yloxy}-3-hydroxy-phenyl)-2-methyl-N- 
((3aS,4R,5R,6S,7R,7aR)-4,6,7-trihydroxy-hexahyd^ 
30 3-(4-{(2S,3S,4S,5R)-5-[3-(4-(3<hloro-benzyl)aminome 

methyl-(1E)-propenyl]-3,4-dihydroxy-tetrahydro-furan-2-yloxy}-phenyl)-2-met^ 
((SaS^R.SR.eSJRJaRJAej-trihydroxy-hexahydro^^^ 

and the pharmaceutical^ acceptable salts, prodrugs and solvates of said compounds. 
7. A pharmaceutical composition for the treatment of a bacterial infection, a 
35 protozoal infection, or a disorder related to a bacterial infection or a protozoal infection, in a 
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mammal, fish, or bird which comprises a therapeutically effective amount of a compound of 
claim 1 and a pharmaceutical^ acceptable carrier. 

8. A method of treating a bacterial infection, a protozoal infection, or a disorder 
related to a bacterial infection or a protozoal infection, in a mammal, fish, or bird which 
5 comprises administering to said mammal, fish or bird a therapeutically effective amount of a 
compound of claim 1 . 



